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1. 



This international preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmittecUto the applicant according to Article 36. 



2. This REPORT consists of a total of^-y sheets, including this cover sheet. 



itted/to 



I I This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings 
which have been amended and are the basis for this report and/or sheets containing rectificatiotis made 
before this Authority (see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total i 



sheets. 



3. This report contains indications relating to the following items: 

Basis of the report 
Priority 

I I Non-establishment of report with regard to novelty, inventive step and industrial applicability 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 



Certain observations on the international application 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/USOO/08353 



L Basis of the report 



With regard to the elements of the international application:* 
the international application as originally filed. 



[X] the description: 

pages 1-30 as originally filed 

pages NONE , filed with the demand 

pages NONE , filed with the letter of 



□ 



□ 



the claims: 

pages 31-40 , as originally filed 

pages NONE , as amended (together with any statement) under Article 19 

pages NONE , filed with the demand 

pages NONE , filed with the letter of 

the drawings: 

pages N2 j_ as originally filed 

pages NONE , filed with the demand 

pages NONE . filed with the letter of 

the sequence listing part of the description: 

pages NONE as originally filed 

pages NONE , filed with the demand 

pages NONE , filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is* 

the language of a translation furnished for the purposes of international search (under Rule23. 1(b)) 

□ 

the language of publication of the international application (under Rule 48.3(b)). 

the language of the translation furnished for the purposes of international preliminary examination(under Rules 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ 



contained in the international application in printed form. 

□ 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readable form. 



□ 
□ 
□ 

□ 

4.n 



The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing 
has been furnished. 

The amendments have resulted in the cancellation of 

I I the description, pages NONE 
I I the claims, Nos. NONE 
I I the drawings, sheets/fig NONE 

This repon has been established as if (some oO the amendments had not been made, since they have been considered to go 
beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Repiacemem sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in 
this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 2 7). 
** Any replacement sheet containing such amendments must be referred to under item I and annexed to this report. 



□ 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1. STATEMENT 








Novelty (N) 


Claims 1-102 




YES 




Claims NONE 




NO 


Inventive Step (IS) 


Claims 1-102 




YES 




Claims NONE 




NO 


Industrial Applicability (lA) 


Claims 1-102 




YES 




Claims NONE 




NO 



2, CITATIONS AND EXPLANATIONS (Rule 70.7) 

Claims 1-102 meet the criteria set out in PCT Anicle 33(2)-(4), because the prior art does not teach or fairly suggest a method for 
enhancing blood vessel formation by the administration of autologous bone marrow. 



NEW CITATIONS 

Isner, Jeffrey M. et al. "Angiogenesis and vasculogenesis as therapeutic strategies for posmatal neovascularization", The Journal of 
Clinical Investigation, May 1999, vol. 103, No: 9, pages 1231-1236, see page 1234, col. 1, paragraph 2. 
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VIII 



Certain observations on the international application 



are ftilly supported by the description, are made: 

aaln^s 8. 10. 49. 66 and 83 are objected to under PCT Ru.e 66.2(a)(v) as .acting c.arity under PCT Ar..c.e 6 because c.atn,s 8 a«, 

10 are indefinite for the following reason(s): 

are therefore described, 
are not enabled, in the instant disclosure. 

Oa^s 10. n.U-n. 28. 29. 3.35 43^46 49.^ 63.6^^^^^^^^^^ 

66.2(a)(v) as lacking clarity under PCT "^^^^f^^^^^ genes that are expected to enhance the production of 

claims are directed to methods of admm.strauon ^'T^,'^""!;'^^^^^^ consideration. A number of factors need to be 

angiogenic growth factors and/or promote l"'"^ So^of a gen^ or DNA or any vector carrying a gene of interest, due to 

co^idered for invivo tream>e„.s compnsmg the " application. Therefore, in vivo treamients directed 

i mTS wS JoJe ™":omS ^ny^l^ aluelTv^tors comprisS Senes of interest are not enabled. . the .nstant 
disclosure. 
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(54) Title: INTRAMYOCARDIAL INJECTION OF AUTOLOGOUS BONE MARROW 



(57) Abstract 



A method of treating cardiac or myocardial conditions comprises the administration of an effective amount of autologous bone 
marrow. The bone marrow may optionally be stimulated and/or administered in combination with a pharmaceutical drug, protein, gene or 
other factor or therapy that may enhance bone marrow production of angiogenic growth factors and/or promote endothelial cell proliferation 
or migration or blood vessel formation. 
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INTERNATIONAL SEARCH REPORT 



Lnternatiooal application No. 
PCT/USOO/08353 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) A61K48/(X). 
USCL 424/93.7. 
Amirdinf; to Ifltemational Patent Classification (IPO or to both national classification and IPC 

B. FIEUPS SEARCtlEkl 

Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 424/93.1, 424/93.7. 



Documentation searched other than minimtmi documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
Medline. Embase. Sciserach, WEST. CAPlus. 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


A.P 


BRUGGER. et ai. Ex Vivo Manipulation of Hematopoietic Stem and Progenitor Cells. 
Seminars in Hematology. 2000. Vol. 37. No. 1. pages 42-49. 


1-102 


Y 


FIELDING, et al. Autologous Bone Marrow Transplantation. Current Opitiion in 
Hematology. 1994, Vol. 1. pages 412-417. See page 1. 


1-102 


Y 


VAUGHAN, et al. Incorporating Bone Marrow Transplantation Into NCCN Guidelines. 
Oncology, 1998. Vol. 12. No, llA. pages 390-392. See page 391. 


1-102 


Y 


SIMNETT, et al. Autologous Stem Cell Transplantation for Malignancy: A Systematic 
Review of the Literature. Clin Lab Haem. 2000, Vol. 22, pages 61-72- 


1-102 


Y.P 


BLUME, et al. A Review of Autologous Hematopoietic Cell Transplantation. Biology of 
Blood and Marrow Transplantation. 2000. Vol. 6. pages 1-12. 


1-102 


X.P 


NOISHDCI. et al. Angiogenic Growth Factor Release System for In vivo Tissue 
Engineering: A Trial of Bone Marrow Transplantation into Ischemic Myocardium. J Artif 
Organs. 1999, Vol. 2, pages 85-91. 


1-102 


X 


KANi. et al. Myocardial Ischemia Associated With High-dose Carmustine Infusion. 
Cancer, 1991, Vol. 68. No. 9. pages 1910-1912. 


1-102 



Further docimients are listed in the continuation of Box C. 



□ 



See patent family annex. 



* special caiegories of ched docuineots: 

**A" documeni defuung the general siaie of the an which is ooi coosidered io be 
of particular relevance 

**£" earlier applicattoo or paieni published oo or afier the iDtemaiioDal flling daie 

"L** docomem which may throw doubts oo prior by claini(s) or which is cited to 
estaUisb ttw publicaiioo date of another citaiioo or other special reasoo (as 
specified) 

"O** docunoeni referring to an oral disclosure, use. exhibitioo or other means 

"P" doctmoeni published prior to the intemaiiooal nUng daie bai later than the 
priority date ctaiiDed 



later docnineot published after the totemattoaal Tiling date or priority 
date and not in conflict with the applicatioo but cited to understand the 
pnaapie or theory onderlyiiig the inventioo 

documeoi of particular relevance; the claimed invemioa cannot be 
coositlered novel or cannot be considered to iiiv<^e an mveniive step 
when the docuiiieni is taken alone 

document of particular relevance; the claimed invemtoo cannot be 
considered to involve an invmive step when the doctmient is 
combhied wUh coe or more other such documents, such comlnnattoo 
being obvious to a persoo dolled m the art 

document member of the tame patent family 



Date of the actual completion of the international search 
8 June 2000 


Date of mailing of the international search report 

12 JUL W 


Name and mailing address of the ISA/US 
Commiss'iooer of Paieois and Trademarks 

Box per 

Washiagtoo. D.C. 20231 
Facsimile No. (703)305-3230 


Authorized officer \C_-^ / / ^ 
David NikodeiyA/^^^^ 
Telephone ^^^703) 1 123 /j 
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Ciiaiion of documeai, with indicaiiog, wfaere appropriaie^ of Uie relevant passages 



Retevam to claim No. 



DINl, ct al. Peripberal Blood Stem Cell CoUeciiou from G-CSF-siimulated Unrelated Donors for 
Second Trausplam. Bone Marrow Trausplamatiou, 1998. Vol. 22, No. Suppl 5, pagesS4i-S4S. 
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